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DECLARATION BY JAMES W. AYRES PURSUANT TO 37 C.F.R § 1.132 

I, James W. Ayres, hereby declare as follows: 

1 I currently am a Distinguished Professor of Biopharmaceutics and Pharmacokinetics 
in the College of Pharmacy at Oregon State University, and a copy of my curriculum vitae is 
attached hereto (Exhibit A). I have authored over eighty peer-reviewed pubUcations, and I am an 
invtaitor of several patented technologies, including those described in nine U.S. patents in the 
pharmaceutical and biotechnology fields. 



2. I have reviewed the OfBce action dated June 3, 2003, concerning patent application 
No. 09/887,3 1 8. I also have reviewed U.S. Patent Number 6, 1 83,780 to Van Balken el al. (Van 
Balken) and U.S. Patent Number 6,120,803 to Wong et al. (Wong), as cited by the Examiner 
against this application. 



3. At paragraph 3 on page 5, the Ofifice action cites to Van Balken's text at column 5. 
lines 8-1 3 for teaching that "sustained-release of a drug is desirable after a predeteimined lag 
time." However, the cited language is taken out of context and the Office action's interpretation 
contradicts Van Balken's combined teachings and text. Van Balken's formulations are solely 
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directed to immediate release compositions. The bulk of Van Balken's text from column 4, line 
54 through column 5, line 13 explains how prior art coatings, such as those disclosed in U.S. 
Patent No. 4,798,724 and EP 0655 240, which disclose water-soluble coating materials, are 
unsuitable for Van Balken's formxilations. In the cited section. Van Balken teaches that delayed 
inMiediate release is desired, and that the water-soluble coating materials would provide a 
different release profile, such as sustained release, and are therefore unsuitable. Specifically, 
Van Balken states at coliunn 4, lines 60-62 that "to prevent release of active substance from the 
formulation by means of diffusion o[r] permeation* the coating should not comprise substantial 
amounts of polymeric coating materials that are soluble and/or erodable," Rather than using 
such water-soluble coating materials. Van Balken uses " water-insoluble coating materials." See, 
column 4, line 20 (emphasis added). In contrast, claim 1 of the present application features a 
coating comprising a "water-soluble modifier." Thus, Van Balken expressly states that the 
presently claimed coating materials comprising water-soluble modifiers are unsuitable for his 
purposes. 



4. Van Balken further discusses other dosage forms that exhibit release via diffusion or 
permeation rather than Van Balken's desired immediate release profile. For example, at column 
5, lines 4-7, Van Balken describes EP 0655 240 as having a coating that is "eroded, leading to an 
increasing pemieability and consequently diffusion of the active substance through the coating." 
In contrast, when Van Balken's coating is exposed to gastrointestinal fluids as described at 
column 4, lines 52 and 53, "[o]nly the plasticizer leaks away from the coating." Thus, the Office 
action has misconstrued Van Balken's text as teaching that sustained release of a drug is 
desirable. Van Balken actually teaches that sustained release, as apparently would be provided 
by the coating of EP 0655 240, should be avoided, 

5. At page 3 the Office action characterizes Van Balken's core, described at column 3, 
lines 32-45, as including "a small amount of a swellable material." However, this statement is 
taken out of context. The Office action ignores the language at colunm 3, lines 39-43, which 
states that the composition is chosen in such a way that "an immediate release carrier, having no 
substantial swelling properties is obtained, which means that the composition of the carrier has 
no influence on the lag-time of the system." (Emphasis added) Thus, the core composition as a 
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whoJe does not swell, despite including a "small amount" of a swellable material. Indeed, at 
column 3, lines 23-25, Van Balken distinguishes the prior ait in that "the core of the preset 
invention does not have swelling properties." Van Balken's core doesngtswelLand Van Balken 
teaches that the core should not swell. Tn contrast, rupture of the coating in the presently claimed 
tablets occurs due to swelUng of the tablet contents. See, for example, page 17, Unes 1 3-20 of 
the present application as filed, which explains that "after sufficient swelling occurs, the polymer 
film coating ruptures." 

6. At page 6, the Office action incorrectly asserts, with reference to Van Balken's figure 
1 9. that "the remnants of a ruptured coating providing a lag-time in the release of a drug, as 
disclosed in Van Balken et al., would also likely contribute to the gastric retenUon of a dosage 
form arising from the combined disclosure of the prior art." According to Wong's description of 
the requirements for gastric retention. Van Balken's coaUng would not contribute to the gastric 
retention time for at least two reasons. First. Ihe remnants of the ruptured coating are not rigid or 
semi-rigid, and thus would not resist the compressive force of stomach contractions. See Wong 
atcolunm5Jines .33-39. Second, even if Van Balken's coatings were rigid or sema-rigid Van 
Balken's active ingredient does not remain attached to the coating. See, column 4, Imes 1 3-1 5 
"iwjhen the 'cover of the box' has been opened, the active substance is immediately released " ' 
See also. Figure 19C, which is described at column 3, Imes 10-12, as depicting the "coating left 
after release of the core containing active substance." Therefore, the coatings used by Van 
Balken are insufficient to provide substantially lengthened gastric retention times. 

7. The Office action states, at page 4, that Wong and Van Balken could be combined "to 
create a dosage form that ensures gastric retention for an extended period of time." Even if this 
were true, such a dosage fomi would not yield the claimed tablet, because the claimed tablet is 
not retained in the stomach any longer than a conventional dosage foitn. 

8. The OfRce action indicates at page 4, lines 5-6 that Wong discusses "platform dosage 
forms." However, Wong uses the tem, "platform" differently than it is used in the present 
application. Wong appears to use the term in the sense of pK>viding a platform for delivering 
any dmg, i.e.. as used by Wong, platform means "vehicle." However, the t.rm "support 



Page 3 of 5 



tJ7/ll/03 09:45 QrSA17373999 



KLARQUIST SPARKM 



i)oos 



^ • *TY:kdn 07/ i 1/03 1 99347 doc 

PATENT 



Attoiney kcference Number 245-59204 
Application Number 09/887,3 1 8 

P.a. W as used in *e p.c^. „„„ ^^^^^ ^^^^ ^ 

4= .able, fonowmg n.pn,re of U.e coadog. Th„s. U,. .ppo„ putfo™ is g.„„a.ed s.u 
F^=m,o.. Wong, coating is highly waicr soluble, containing n,a,cria.s such as Mcthoce, A 
1^ T r ""^ -'^«^'^-'--'-',e. See. Wong. Exan,p,e S, 

wh.chnses52nnU.g™nsofasubcoa,i„ga„i2. n,im^an« per table, of an overcoating 
cons-snng or80% MeO-ocel and 20% sortitol. Beca.se Won^s coaHngs dissolve rapidly . 
gasmc fluid, fte coatings canno, produce a support platfom, ,„ st,u. 

9. ll'^Offi^actionass^.s.a.pageS.aatWong'.provid.Mformorethanonemethod 
byw.^'^ed.closed dosage ^rntcanberetaine^ 

Om^ acuon proposes «,at a ..gastnc.en,ptyn.g delaying agent- as disclosed by Wong could 

^^on of gastnc emptying agents delays expulsion of ublets Son, the stomach, but this 
^.s not suggest combinadon of Van BalKen, tablet components with Wong, components 
M ^ver, al of Wong, disclosed examples re,ui. swelling suf«cien, for gasnic r«en«on and 

r welZtT'T'^'''''^^^^"''''^^^ 

to swelUng of fte dosage fo^i. For example. Wong does not disclose any dosage fonns laclcing 
^2"—- Hu^«»o.e. at column 1.. lines aSMO, Wong discl.^^ 
o^,n.s,ertheMosagelbrmsof«.sinvention.„hen"th^ 

swellable dosage form. At column 15 line<5 fil_<^*; w . * 

• states that gastric-delaying emptvina 

dosage form ,s » he admm.ster«i to a subject in the fasted state." If flie gasnic-emptying 
elaymg agen, alone were sufficient to ensu. gastric retention, there would be no need I oto 

Wesd-sclosed byWong.suchas.heinsol„ble band. Thus. thegastHc^elayingemptyinr 

^entsareused.osuppresstheho„se.eepingwaveunti,thedosa.efo,mcanswelade,Z 
be retained m the stomach. '^Muaiciy lo 



.0- ^=0«"-ti°nalsoassertstha,anoftermeU,odofgas,Hcre,entionisdisc,osedby 
W .,gs F.gu.s 5-7 and a, column , lines 53-«, Specifically. a.e Office action assens tha^. a 

po.ymermatr.x.„bcorri„gmaybeprovided..Kee„dsofwhich would flareoutwardLr^.; 
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in .l^.r efleotiv. dia„,e.. of .he dosage fo™." However, U,is method still .quires polymer 
swell,„g. See col™ 7, ,i„e 54 poller „,*ix" (en^hasis added) and colunm 7 

mes 62-64,»U,e ends of toe po,y„,er tube or ring flaring outwardly and s^ ,„ 
larger effective diamete^' (emphasis added). Tl>us, toe Office acHon has ^sintetpreted toe ched 
section of w™,g as teaching a swelling independent mechanism for gastric retention The 
dosage form must swell to be retained in toe stomach, and must contact gastric fluid to swell 

In sumn^ry, aU of Wong's disclosed embodiments swell so toat the dosage form is 
retamed in the stomach. TOe disclosed dosage forms would not be retained in *e stomach if 
coated with Van Balken's coating because toe polymer matrix wodd not contact gastric fluid and 
therefore would not swell. 



11. 'hereby declare that all statements made heteinofmy own knowledge are true and 
that au sutements made on infonnation and belief are beUeved to be true; and iUrtoer toat toese 
statements were made wito toe knowledge toa, willftl fiise sti.temen,s and toe tt. so made are 
pumshable by fine or imprisomnent.orboto. under 18U.S.C. 1001 and toat such willful faise 
statements mayjeopartize toe vaUdity of toe applicabon oranypatent issued toet^on 




Jajii/bs W. Ayres, Ph.D 
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34. James W. Ayres and William E. Sandine . "The Role of Fermentation in Food Safety," 

1984 Agricultural Conference Days, Oregon State University. 
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Conference, Utah State University, Logan, Utah, August 23-25, 1988. 

47. Huey-Yuh Hsu, John E. Kalns and J.W. Ayres , "Chlorpheniramine Dissolution and 

Relative Bioavailability," American Association of Pharmaceutical Scientists, Oct. 
30-Nov 3, 1988, Orlando, Florida, Pharmaceutical Research, 5(10), Oct. supplement, 
S-59. 
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